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2002-266876 A : 1/ 



[^S#-^] 185833 

[JtffiB] ^J&14^ 9JU2H 

[HI§I#^5HS] A61K 9/107 

umximm] -k.mmmMm&mm 2-19-30 

[ft*] ^ 
[#^fcBHA] 

[^0#^-J 595090392 

[ftBOJig/j'T] *IEJfr3£W rfr^M 2-19-30 

[ft*3Ui*ffc] #01 ^ 
[ftSA] 

[mglJII-^] 100062144 

[Ml£L£ftSA] 

[»J#-^-] 100086405 

[ft*Xte*ffc] ffi-g r& 

[SfcLfcftSA] 

[»J#^] 100068526 
[#ig±] 

[ft*Xfi*ffc] ffl*t 
[Mftt^tSA] 

[»J#-Sf-] 100103230 
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#M 2002-266876 



[=fm^m^) 013262 

imt&m} 21, ooor 

to* i 
si i 

[ttrtt«] g?tt« l 

[&&###;#-S§-] 0203207 



^#12 0 0 2 - 2 6 6 8 7 6 ^ ^-v: 1/ 

[IS^g 1 ] Cys Met Thr Trp Asn Gin Met Asn Leu (@S^iJ#^ I 2 ) 
L < »±Cys Tyr Thr Trp Asn Gin Met Asn Leu (BB?lJ#-5§- : 3 ) (7)757 HUKi^J 

[fjf^ 2 ] lufS^yf- K 0 . l-100mg £^trJ£ft&^-#M-C& & 
1 IBftOJcr^^ 3 > D 

V 3 > 0 

[If ^ 4 ] Cys Met Thr Trp Asn Gin Met Asn Leu : 2 ) 

L < (±Cys Tyr Thr Trp Asn Gin Met Asn Leu I 3 ) (7)7 5 7 ^@£^J 

fc^-t*^-^ Kita^oM^ ***-r&««i» fclMfcaifc J: tfidrtfcMtfc 

5 ] Cys Met Thr Trp Asn Gin Met Asn Leu {Wtm^ I 2 ) & 
L < fiCys Tyr Thr Trp Asn Gin Met Asn Leu (Mffi&Z : 3 ) <DT < J WMM 

[»^6] lt^lfBm^M4 , 7KfiMJ.^;vv'3 ^^ffl^I^v^ 
[0 0 0 1] 

hla-a2 4ftj&&mtt>ms<-73-v*^ir2>umm-$-2>o m 

[0 0 0 2] 

tHSE# 2003-3085459 



Wm 2002-266876 ^ v : 

Mttrouk oar, cTLt*t4) j™r*«*ltv** 0 ctl«, 0 

»±OlM^ i^^^/f K (^J^^y^K) tMHC (Ma 

jor Histocompatibility Complex) *9*I#lJ& (fc h OjfrfrMtH L ASilKfcfS; 

[0 0 0 3] 

#B#L]g* ^f^Jfli, Immunity, vol. 10:281, 1999<a^*KIB#0 fcO^W^ 

P100 (J.Exp.Med., 179:1005, 1994) „ MART-1 (Proc. Natl. Acad. Sci 
.USA, 91:3515, 1994) , SXtfT-uisI— 4f (J.Exp.Med., 178:489, 1993) & 

R2/neu (J.Exp.Med., 181:2109, 1995) , CEA (J. Natl. Cancer. Inst. , 
87:982, 1995) , fei^PSA (J.Natl. Cancer. Inst. , 89:293, 1997) &¥<D 

izx t) 7u*i,yy%tix*ki&Zti2>m%frh 1 l^T^i^^^/f 

(Cur. Opin, Immunol., 5:709, 1993; Cur. Opin, Immunol., 5:719, 
1993; Cell, 82:13, 1995; Immunol. Rev., 146:167, 1995) 0 Tftf5<7> <fc ? 
- £ titzmin,M^y^ KtMHC^7^lM (HLA^I) 

[0 0 0 4] 

tffrfr*?— 7) ^^1-^,o HLA-A2 W^^T'f K£>*t 
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^-v?: 3/ 



A 2 4i,znt^m^y'^-V(7)m^^~yit, 2|§07^l^ny>, 

-;l/T^-> N n^vV. /fyn/fy^A h V 7 s h 7 r >t fctt* *f-*— >x$> 

-^IttftSit ^nTtg-e^-i) (^IJx.tiBIMASV7 h (http://bimas.dcrt.ii 
ih.gov/molbio/hla_bind/) ) 0 tot, C T L fcgMifCi ^>^JH^^ K£ 

if)lfl«I(7)HLAM 7<0ifrfr*?— 1 4 7t ttttS&Hf^EyiJ^-S:^ ««j 8 ^ <b 

[0 0 0 5] 

(CTLifit) Sr^-T* fcliR&fcHo ^j/CJE^:/?- Ktt*tt«^ > 
9 f«fit^n -tr v > ^ £ *l& £ K «fc 0 _£^; $ ft* /_ i6 A -7°n -fe v > ^* 

h l a* 4 -f<om%^-y • jf££&&-E?!i£ i^^fflH^^-eti^^-e^ 19 > 

<{y • e C T L M^f&ttOfFflfi^mH t & & o 
[0 0 0 6] 

Wilms 0<7)»pflMfc?-WTl (WT 1 mtt) it, W i lmsl, «£ 
0, ffl#^3tffi^^^^^#i"^)WAGRM^O^#^^Wi 
1 m s lOMHl^O lot LtMftl 1 p 1 3 *l (Nature, 34 

3:774, 1990) . WVADNAI^5 0kb"e&«9 1 0 <D3-* V yfrh$L «9 > 
^Lt^^cDNAIil^kbt^^o c DN AfrhMfcZtiZ 7 ^ /^@B?!jf^ 
Se^iJ#-^: l^tlK^^. (Cell., 60:509, 1990) oWTlitfc^i^bfi 
tfn.ffixm§£%LLXi5t) , Sjflt^lfflJJ&^WTlT^^-t^^^- 1 ; 
t-^OiBlgii^^J^tL^ 9- 1 0 4 6 2 7f&i) Zt%£frb, 



mmm 2003-3085459 



!$m 2002-266876 



^-v: 4/ 



m. tstttsm^ ^-mm. =f-^mm, wmm^mfimhz&^xism^mLx&t) 

(#^¥9-104627-^-<2r#, #^¥11-35484^-^) . J: XfmW>m^&tf 

2>WrL^ffi$LJ%? y^tWXhh £ ti?m*% Ltz (J. Immunol. , 164:1873-80,200 
0 (^^ttl) , J. CI in. Immunol. ,20,195-202,2000 (^#fp£}i£2) ) 0 m 

U W000/06602-f-<2r^ ;«1 ) £ J: l/WOOO/18795-5r<&$fc WTH> 

[0 0 0 7] 
[#ft£i£ 1 ] 

®l^<ZrPfl^WO00/06602-t/N° >71/7f 
[#^«2] 

PCT/JP02/02794 (2002^3^ 22 H ttJU) 

[imwxm i ] 

J . Immuno 1 . , 164 : 1873-80, 2000 

J. CI in. Immunol. , 20, 195-202, 2000 
um WJCM 3 ] 
Cell., 60:509, 1990 
[0 0 0 8] 

if&w&mvk l j: •? t-t& mm] 

o 

[0 0 0 9] 
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2002-266876 ^ v : 

[0 0 10] 

( 1 ) Cys Met Thr Trp Asn Gin Met Asn Leu (@5?iJ#^- : 2 ) & L < fiCys T 
yr Thr Trp Asn Gin Met Asn Leu (B^<J#-5§- : 3) <DT < J Z> ^ 

> ; &#WKf±, mrie^-7°^ k o . 1 ~ 1 o o m g ^^-tf^i^^JMt?*^^ 
(3) @e?ij#-5§- : 2 & l< {i@2^ij#-i- : 3^75 ymifi^J^^-r^^^ KS 

[0 0 11] 

( i ) mtbfcfr 

itimtt: 3 07 5yWJ^t-S^m, thWTl (Cell., 60:50 
9, 1990 (^#lr^CE3) > NCBI-f'-^^-^Accession No. XP_034418, mm 

•f- : 1) Kmm-t&o Mmsiztev: vwt i<Dm23m& «b 0243^0^^ -/f- 

KT*4E3?9»^: 2 07 5/tie?lJ^tWf K (WO0O/066O2) . i$J:tf 
£ft£235tt#> <b H243fe<D 9 m236fi<^Met £Tyr fcflfcgg L fcE?!l#-i§- : 3 O T 
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5 7 mSfi^J * Z^y?- K (2002^3H 22 B tMOPCT/JP02/0279<k #ff iSCifc 
2) T^&o 

[0 0 12] 

, ifcliHLAf h57-ft (Int. J. Cancer: 100, 565-570 (2002) ) 
[0 0 13] 

tfX^2> 0 Ltii, •$& if*-?** K • vV-fev* (Peptide Synthe 

sis ) , Interscience, New York, 1966 ; if • /nf'f >X (The Proteins) , 
Vol 2 , Academic Press Inc. , New York, 1976 ; ^7°^ K£*J&, A# (#fe) , 
1975;^^K-frjfiO»fltfc*Ift. m , 1985 ;«fiOH» ft #14 

£JI|#j£, 1991) ^tnifBm^tLTV^^^Wbtt^, 0 

[0 0 14] 
[0015] 

l^?>6^)7Wi, 7i-;uS, y^n7M^i, 7yWf(ff>ti-?. 

rt/:7^n + y^;l/^;i/^ 1 5 ^ 7 O y ^ n 7 ^3 ^ y Tf j| ^ ii^: 
77 ,v ^ ^ jc y * -> * ;i/ ajf — f> „ 
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[0 0 16] 

M<?)7H;vx^tJK '7i^-Ji/^TSm^tL7tR^o^'b 6<7)T;v^;u-^ 

*Ur75 h\ 7x^;H-ef t$^:^ito^f) 6 <07;^;H© 1 of 
2o?lJfe$^7 5 h\ 75 K^OM^JHT-^^-e5^^ 7M^7fy^ 
D7W>«f^7 5 KWWbtL^> 0 
[0 0 17] 
( 2 ) ftb ^tM&M ^ )V v 3 > 

i/xf i/>y;nf^ y^y 9? u- h (* 4 'JVM-I>2 0) . ^'Jt^vif 
v>y;vt^y*y/N>5r-f (*°'jv;i/^-h4 0) > ^v-x^i/V 

Montanide ISA (SS1SIR) 720, Montanide ISA (SSblSIR) 51& ^{*?t/ft#J 
i3 <£ tfiftMftBjJR * * L T & 19 , js V> -eiSo 

[0 0 18] 

j i5#, mmommitmmM, mnmm, ^tu^ioe, 29i-306jt&^*# 
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8/ 



ntanide ISA (SftMQ 51 '. ^Jfi^= 5 0:5 0 (w : w) *5 «£ O^Montanide 

ISA (&&]&&) 720 : ^r3bi£#= 7 0:3 0 (w : w) t?2b* 0 

[0 0 191 

^(D^-f^- F t LX-£tsZttf"T?&2> 0 
[0 0 2 0] 

^BJ^vi^taiM^^v a >ti> mffB-^7 p f- K 0 . l~100mg> »l 
L- < {* 0 . 1 ~ 2 0 m g **tri|iffi«:#jWao«yW-T?* I)ih^i^ 0 £ OJB 
ste-T > • TO:tHLA-A2 4^ftmi4tcCTLSrSla»-r«5tC^**-e 
1~1 Omg^^tU^o ^ttfcJBltiu MSflHO^ B^<D 

[0 0 2 1] 
[0 0 2 2] 

LA- A 2 4RBrtt^oWT lRHtom^tC^i-^itHJ: JJ, fcfcifrKSfcti 

i»r & * * nm-t 2> o 

[0 0 2 3] 

#]Rrtia-#-ft fc^wb *u ctl * < m m-r z&ft&^gLT&s-Tbm 
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[0 0 2 4] 

( 3 ) 3r y h 

lt. mm-w : 2 $> t < tise^J^ : 3 or 5 y mse^'J 

#f&9! ^t';K: is &t & ^#1 t fi if 9 * M $ tz (i y° 9 * *f- y ^ MOit^: pT f£ & / 

«4$ mmmmn-ff* v~m%L* fzitmmwLzmm-r&^m^mffiTkt tzi* 

[0 0 2 5] 

El^ffe#*^«»j(ft$tL*o ^-7 o ^K(±0. 1-1 0 Orng. &i L< 

lil-20mgSrl§#C % $ fclMtSliJ J: WM|JK»Jt»i, fflv»&^^ Kfcfli 

[0 0 2 6] 

m> izmmwmt z^t § & 0 

[0 0 2 7] 
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^#12 0 0 2-2 6 6 8 7 6 ^ ^- i? : 10/ 

(0 0 2 8] 

(Se^ij#-^: 2) <7)Iilft:^t^M (l) 

7^#!Hcov>T^c-f o WTl^ >sS?M<7)m235$Lfrb 243^4 ^g^^y^ Kf* «9 
, HU-A*24025^K^M^S*L, ^^f-F^fitJ^CTL^^I-^Ci:^^ 
^tLTV^WTl^M^"7°^- K ! Cys Met Thr Trp Asn Gin Met Asn Leu (W&m 
^rl 2) fi, MPStt(*H)^GMP^l^- VX*&)&Ltzi> <D*&m L?z 0 

WTlg^M^ -f^~ Y<D'mWL* |5jm*c7)Montanide ISA (^mm 51 (SEPPIC 
ft) tM^LX-mtpTkmrn^frisa yZftM-f&o 800mg (^71016 // 1) OMont 
anide ISA (SMmm) 51K. 1 mg/mlO^^ K^«r800/< l^JPU 
-rt^21GOtt-^olt^|^^^*10lQlffitAtLLTrl^L^ XTA/Va> 

£ i 9 KLX%hfL^^T)V^ (^7"^- K0.3mg) ^S#ItlfH 

-etL-ettfiMU S^DOft^BSTdayOfc-t* tday0> 14. 28, 42, 56, 85, 99<7) 
ft7EI, ±M^&|*iaitL7to .C^B^OM^v-^-CEAOjfiL^Jgti, ^7°^ 
KS#©9^^frt*»ijKj400ng/ml-C*o/i**, ^O^t^'if^n U 
^-O2^^Hlf^(±^2000ng/mHC^o'rv>7to 

^ 7°-^ K^ttr H £ - fs -\%<DW& * Ell KtttTo flfcfcv 

CEA M^SffiftJiO ^ov^T(ir^f^-^7 M±OIMxCEA^M±/N'^ ^ * 
ffiv>T$J5eU SLX (v-TU ;vUx-i*LM) ^owTfift^-f ^--9-^ ji>^1±IC 

Ullfi, ^7°f-F^:#^^CEAc7)jflL^stSiiM^A'btL > i£-^5miJ»(« 
[0 0 2 9] 
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0i|I2OO 2 - 2 6 6 8 7 6 ^ : n/ 

ELISPOTffi (J. Immunol. Meth. , 110:29, 1988) ti!), 3ttf&JMkS$t 
(PBMC) 4>»clS^b^y^KJC#»W»CRjSUriFN- y T«Ilfe*« 

[0 0 3 0] 

mm 2 

mm&m^yj-v (mm^-i 2) o«if*jft#tcwt- *»* (2) 

IWi:ov»t^to 1 t^lcWTl^M^y^- K (ffi^J#^-: 2) £Mon 

tanide ISA (S^lSS) 51*W£t LXtetpfrmM^fr v a > *&$titttiHZ* 
ft-TftfpMU miXD&^-BZdayOt-tZ dayO, 14, 28, 42, 56, 71<7)ft6 

, CEA£SLXKov>Tte, 1 tlWI^CffiO^U CYFRA >^9^>1 9 

t:oi/^ttDr>attOx^;Wy^ CYFRA £ ffl v > X W 5t L o 
0 2 Ji, SLXOjflL+iftJK^o^Tfi^^f - KS#KrtijE#ffi±IS^38U/ml «k «9 
&ftv*50U/ml-C*ofc^ K^2®gmi^(i, jE*«OteH*wit?«^ 

Lfcut^U^-So CTFRAOJfiL^it^co^Tk, ^7*?- FS^ttjEHr'lfi 
±l£02ng/ml£ 0 fcttHT*ofcj^ KJS#3HI BWfi, lEHt^M 

&TK%Z>Zttf7jk-£tlfz 0 ttz, CEAOJfiL^ztJgtco^Tte, jE#ffi±Hi<Z>5ng 

-ft£>?>^m<fc *K WTlg^M^T^ K : 2) o«j4>7M6S[^v^ 

V 3 > Ofi^C <£ D M^itMWffiJ £ ftT V> & £ £ 5&*7J^ $ ftfco 
[0 0 3 1] 
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#«tnBj£^#is£ (mds) fr^mkLfzmm j &&5fn.m caul-mi) «>*jm- ( 

Cys Tyr Thr Trp Asn Gin Met Asn Leu (@c?ij#-t : 3) tt. MPStt(*S)**GMP 
^ V- K-e-ft-jjS Ltz i> (Difem Ltz 0 mMffl 1 t IsJ^Montanide ISA (giBM 

L^td^^7B^H{i2150///lf Tleimt, #«4 , ^ejflL^3^till%-e* 
o fz 0 

c\<D$%$k£ *) , WTiefc^E^yf - K (@B^J#^- : 3) <Pfa**SiiS."^> s > 

RID,iL#iw^tt*^ WT1^M^7°^ K^^t/cHLA-A*2402^^K 
JSi-^lfflM#14T» (CTL) O&SrHLA-r h VMfcLtZo HLA-A*2 

402x h9*^-»±> Int. J. Cancer: 100, 565-570 (2002) KfBffcO^fe-eWTiaf 
•^M^y^- K*fflv»Tf^JILfco 7*— *M Y * — & — cOFACSld <£ 0 PEHUfcOHL 
A-A*2402y- h7V- t FITCiimCD8j5L#: <£>2# 7 -T?*rfe U /7'^* , yf ^ 7* 

^.mia^wTi^M^y^- k£imi-&ctl. t-fcfr^m»t£o*Mi&fcRjs-r 

-SCILi: LtZo ^Zf^}?&^3B1ft<DCmMmZl.l%X$>vtzi()\ 
it, 8.8%K£ xmtULX^fZo 

Z omXt X *) , WTl^ K 7 * > <Olg# £ J: «9 Vri«ttO*jfflJ3& ^RJE&ttCT 
L^S^CtclfjjnLTV^ifc^^^^^o^o £<b^ £<aCILri*SjfiL^>BBJ& 

[0 0 3 2] 
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[0 0 3 3] 

SEQUENCE LISTING 

<110> Haruo Sugiyama et al. 

<120> Formulations comprising a tumor antigen peptide 

<130> 185833 

<160> 3 

<210> 1 

<211> 449 

<212> PRT 

<213> Homo sapiens 

<400> 1 

Met Gly Ser Asp Val Arg Asp Leu Asn Ala Leu Leu Pro Ala Val Pro 

15 10 15 

Ser Leu Gly Gly Gly Gly Gly Cys Ala Leu Pro Val Ser Gly Ala Ala 

20 25 30 

Gin Trp Ala Pro Val Leu Asp Phe Ala Pro Pro Gly Ala Ser Ala Tyr 

35 40 45 

Gly Ser Leu Gly Gly Pro Ala Pro Pro Pro Ala Pro Pro Pro Pro Pro 

ffilE# 2003-3085459 
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50 



55 



Pro Pro Pro Pro His Ser Phe He Lys Gin Glu Pro Ser Trp Gly Gly 
65 70 75 80 

Ala Glu Pro His Glu Glu Gin Cys Leu Ser Ala Phe Thr Val His Phe 

85 90 95 

Ser Gly Gin Phe Thr Gly Thr Ala Gly Ala Cys Arg Tyr Gly Pro Phe 

100 105 110 

Gly Pro Pro Pro Pro Ser Gin Ala Ser Ser Gly Gin Ala Arg Met Phe 

115 120 125 

Pro Asn Ala Pro Tyr Leu Pro Ser Cys Leu Glu Ser Gin Pro Ala He 

130 135 140 

Arg Asn Gin Gly Tyr Ser Thr Val Thr Phe Asp Gly Thr Pro Ser Tyr 
145 150 155 160 

Gly His Thr Pro Ser His His Ala Ala Gin Phe Pro Asn His Ser Phe 

165 170 175 

Lys His Glu Asp Pro Met Gly Gin Gin Gly Ser Leu Gly Glu Gin Gin 

180 185 190 

Tyr Ser Val Pro Pro Pro Val Tyr Gly Cys His Thr Pro Thr Asp Ser 

195 200 205 

Cys Thr Gly Ser Gin Ala Leu Leu Leu Arg Thr Pro Tyr Ser Ser Asp 

210 215 220 

Asn Leu Tyr Gin Met Thr Ser Gin Leu Glu Cys Met Thr Trp Asn Gin 
225 230 235 240 

Met Asn Leu Gly Ala Thr Leu Lys Gly Val Ala Ala Gly Ser Ser Ser 

245 250 255 

Ser Val Lys Trp Thr Glu Gly Gin Ser Asn His Ser Thr Gly Tyr Glu 

260 265 270 

Ser Asp Asn His Thr Thr Pro He Leu Cys Gly Ala Gin Tyr Arg He 
275 280 285 
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His Thr His Gly Val Phe Arg Gly He Gin Asp Val Arg Arg Val Pro 

290 295 300 

Gly Val Ala Pro Thr Leu Val Arg Ser Ala Ser Glu Thr Ser Glu Lys 
305 310 315 320 

Arg Pro Phe Met Cys Ala Tyr Pro Gly Cys Asn Lys Arg Tyr Phe Lys 

325 330 335 

Leu Ser His Leu Gin Met His Ser Arg Lys His Thr Gly Glu Lys Pro 

340 345 350 

Tyr Gin Cys Asp Phe Lys Asp Cys Glu Arg Arg Phe Ser Arg Ser Asp 

355 360 365 

Gin Leu Lys Arg His Gin Arg Arg His Thr Gly Val Lys Pro Phe Gin 

370 375 380 

Cys Lys Thr Cys Gin Arg Lys Phe Ser Arg Ser Asp His Leu Lys Thr 
385 390 395 400 

His Thr Arg Thr His Thr Gly Lys Thr Ser Glu Lys Pro Phe Ser Cys 

405 410 415 

Arg Trp Pro Ser Cys Gin Lys Lys Phe Ala Arg Ser Asp Glu Leu Val 

420 425 430 

Arg His His Asn Met His Gin Arg Asn Met Thr Lys Leu Gin Leu Ala 
435 440 445 

Leu 



<210> 2 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 
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<223> Synthetic Peptide 



<400> 2 



Cys Met Thr Trp Asn Gin Met Asn Leu 



1 



5 



<210> 3 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Synthetic Peptide 
<400> 3 

Cys Tyr Thr Trp Asn Gin Met Asn Leu 
1 5 

mi] mm&.m^7°J- f (mm^: 2) t4fto»iit c&tt 

[H2] WTUfr^M^T^K (BB^IJ*-^: 2) t4fl^»llf (Utt 
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mm 

[Hi] 



2500 



iige 30a 4isis sins 

1 1 i 1 1 





2000 




i 


1500 




i 


1000 




500 



0 

1500 



1 

gi> 1000 



00 



500 



-J 1 I— 



60 i 713 S 

1 i 





0 20 40 60 80 



100 
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2/E 



[HI 2] 

10B 2@@ 301 40g 5EIS 



2 

GO 



60 
50 
40 



30 - 



20 h 

10 

0 
4 



1 i 1 I 1 i 




s 3 



^* i 
U 1 



20 r 



~ 15 

i 

O 5 



0 20 40 60 80 

(1lHlB(DS#B^O0«fr-5) 





itiaHfl* 2 0 0 3 



— 3 0 8 5 4 S 9 
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mm] 

mm] 4 y • vmzx* m^^±^m^mi^<om^m^^ k& 

Cys Met Thr Trp Asn Gin Met Asn Leu (Effltt : 2 ) 
L < fiCys Tyr Thr Trp Asn Gin Met Asn Leu (E?!l#^ : 3 ) <DT * J MWS.fi 
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& M A M M It # 

[595090392] 



I - MttUlH 1 9 9 5^ 6 ^ IR 



I* 1 •-so 



